TAKAKU et a/. 

NOVEL ANTISENSE OLIGONUCLEOTIDE AND ANTI-HIV AGQ^| / C h ,Q {L f% M 
Docket No. 2352.008 &^/-/*?7Uyi 
Page 1 of 6 



FIG. 1 



1." 



5'-A CGC AGGACOCCGCUU GCU GA A GCGCGCA CGGCA A G A G G CGAGGGGCGG- 3' 



690 



700 

Stem 



710 



720 



730 

Loop Stem Bulge Stem 

S'-CsTsTsCsAsGsCsAsAsGsCsCsGsAsGsTsCsCsTsG-B' 
S'-TsGsCsCsGsTsGsCsGsCsGsCsTsTsCsAsGsCsAsA^' 
5*-CsCsCsTsCsGsCsCsTsCsTsTsGsCsCsGsTsGsC-3' 
5'-GsCsGsTsCsAsTsAsCsGsTsCsTsTsGsCsGsGsAsC-3' 
5. 703-Scrambie 5'-CsGsGsTsTsAsCsGsCsesAsTsGsCsGsCssATsCsG-3' 



1. Anti-692 

2. Anti-703 

3. Anti-715 

4. Random 



F I G. 2 



1.0E+05 

4 

2* l.OE+04 



■- 1.0E+03 

+-» 

c 

co 



1.0E+02 
33 1.0E4O1 



1.0E+00 




1 




692 703 



715 Random NL4-3 



TAKAKU et al. . _ ., . 

NOVEL ANTISENSE OLIGONUCLEOTIDE AND ANTI-HIV AGENT / H 4 9 6 til 
Docket No. 2352.008 * WA. 

Page 2 of 6 



F I G. 3 



1.0E+06 



^ 1.0E+05 




1.0E+00 



692 703 



715 Random NL4-3 



F I G. 4 



1.0E+04 



o 
DA 



1.0E+O3 



■m 1.0E+O2 

tauo 



> 1.0E-H)1 

+■» 

CO 



CD 
OH 



1.0E+00 



i I § 1 1 

1 | "I. | 5 



692 703 715 Ran ™ 3 ~ NL-luc 

Scr 



TAKAKU et a/. 

NOVEL ANTISENSE OLIGONUCLEOTIDE AND ANTI-HIV AGEflT 
Docket No. 2352.008 
Page 3 of 6 



10/549601 



F I G 



(bp) 
700-i , 

m\ 

400-* 



E 

III 

3 £ J 3 j 

^ K tv Z 



^^gjjl^ ^jjfljjjjjj^ ^MiKiijiifiii^ 




HIV-1 gag 
pl7 mRNA 

i- 570 bp 

Intracel lular 
G3PDH mRNA 

450 bp 



F I G 



TAR 



rev 
tat 







! 









i 




... 



vpr vpu 



PBS 




SD AUG 




DIS 



TAKAKU etal. S f% § _ . 

NOVEL ANTISENSE OLIGONUCLEOTIDE AND ANTI-HIV ACf^T/ hq'Q A ft 4 
Docket No. 2352.008 ' w Ui 



Page 4 of 6 



FIG. 7 



A 



TAR 



PBS 



DLS 



SD AUG 




gag 

^^^^^^^^^^^^ 



\ 



B 



DIS 

c oc 



G 
A 



O 
C 
A 

•a 



ova 
""a 

G Q 
G-C 
C-Q 
U-A 



UCGACGCAGGA 



C-Q 



GGG<? 



SD 
G 6U G 
A-U A 

G-C 



G QA G 

i-G 



8: c 

A-U 

U-A 



AAAAUUUGA 



<AA 



AUG 

AG 

%^ 
G-Q. 



A-U 

GGAGAGA°~*^AAGC 



TAKAKU e* a/. 

NOVEL ANTISENSE OLIGONUCLEOTIDE AND ANTI-HIV AGENT 

D n e ^° 5 o 3 f 5 6 2008 10/5496 01 



F I G. 8 



(A) Genomic RNA 




p24 protein 
Translation 



vpr vpu 



Luc if erase protein 
Translation 



Sp I icing 



(B) Luc if erase protein mRNA 
SD 





Luc if erase protein 
Translation 



TAKAKU et 
NOVEL ANTISENSE OLIGONUCLEOTIDE 
Docket No. 2352.008 
Page 6 of 6 



FIDE AND ANTI-HIV AGEN 

£0/549601 



F I G. 9 



10000 



bJO 
Q. 

§ 1000 
buo 



CO 

Csl 
Q. 



100 - 



10 




Ant i -694 Ant i -703 Ant i -71 3 Scramble 



FIG. 10 



100 



bJO 
Q. 



05 

bJD 



-3- 
CSI 
Q. 




0.01 



703AS 



Scramble 28AS 



PPT-AS 



